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Description 

Field of the Invention 

s [0001] This invention relates to an economic process for the manufacture of a single isomer of methylphenidate. 
Background to the Invention 

[0002] Methylphenidate is a therapeutic agent that is widely used in the treatment of attention -deficit hyperactivity 
10 disorder. It is a controlled substance. 

[0003] Methylphenidate was first prepared as a mixture of the erythro [R*S*\ and three racemates. US-A- 
2957880 discloses studies upon the two racemic mixtures, which revealed that the therapeutic activity resides in the 
threo diastereoisomer. It is now considered that it is the d-threo [or (R,R)] enantiomer that has the preferred therapeutic 
activity. Uses of this enantiomer are disclosed in PCT/GB96/01 688, PCT/GB96/01 689 and PCT/GB96/01 690, the con- 
's tents of which are incorporated herein by reference. 

[0004] The resolution of ftreomethylphenidate can be achieved using the expensive resolving agent 1 ,1 '-binaphthyl- 
2,2'-diyl hydrogen phosphate, a process first reported by Patrick et al, The Journal of Pharmacology and Experimental 
Therapeutics, 241 :152-158 (1987). A more efficient resolution, using a QO'-diaroyltartaric acid, is disclosed in PCT/ 
GB97/00185, the contents of which are incorporated by reference; in particular, the use 0,0 -di-p-toluoyltartaric acid 
20 allows the diastereoisomeric salts to be very readily separated. 

[0005] In an alternative approach, disclosed in US-A-2957880, the amide of e/yf/jromethylphenidate (i.e. as -CONH 2 
instead of -CQ 2 Me) is resolved using tartaric acid. However, this resolution must be followed by amide hydrolysis, and 
equilibration at the benzylic centre, to give the threo isomer of the carboxylic acid (ritalinic acid) which is esterified. 
US-A-2957880 describes a general process for conversion of erythro diastereoisomers to threo diastereoisomers, 
25 using alkali and elevated temperature. 

[0006] In order to establish an economic resolution process, it is highly desirable to be able to recycle the unwanted 
enantiomer into the resolution by way of a racemisation. This becomes especially important when the resolution is 
performed late in a synthesis. An example of such a resolution and racemisation procedure is in the case of naproxen 
where the single stereogenic carbon centre, which is benzylic and further activated by the carboxylate, is readily ra- 
30 cemised. However, in the case of methylphenidate, there are two stereogenic centres. While one centre is similarly 
benzylic and can be epimerised as indicated in US-A-2957880, that converts the material into a mixture of two dias- 
tereoisomers and not into the racemate that is required for recycling. 

Summary of the Invention 

35 

[0007] This invention is based on the discovery of methods to effect racemisation of both chiral centres of methyl- 
phenidate. This process gives an optically inactive mixture of stereoisomers in which equilibrium may favour the threo 
isomer; the result is that undesired enantiomer is converted predominantly into the racemate of the threo isomer which 
can then be reintroduced into the resolution. The overall process of a combination of resolution and racemisation that 
*o may allow complete conversion into the required isomer is outlined in Scheme 1 . The erythro isomer that may remain 
after the racemisation can be separated by conventional methods such as crystallisation at this stage and subjected 
further to the epimerisation conditions defined below. Alternatively, it can be recycled after passage through resolution 
of the threo isomer. 
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Description of the Invention 

[0008] In Scheme 1 , the group X may be the -C0 2 Me function of methylphenidate. Resolution of this compound may 
be carried out by generally known procedures, e.g. by formation of a diastereoisomeric salt with a chiral acid. Alterna- 
25 tively, the resolution may be a biotransformation that modifies the group X in one enantiomer so that the enantiomers 
(of different compounds) are then readily separated. 

[0009] This invention includes the means to effect racemisation at both stereogenic centres. It has been discovered 
that such racemisation can be carried out by way of activation at the piperidine nitrogen, which probably promotes a 
fragmentation of the ring, although the exact mechanism has not been ascertained. The putative olefinic intermediate 

30 has no chirality and recloses to a racemic mixture. 

[0010] There are various ways in which the nitrogen may be activated, to promote the elimination-addition mecha- 
nism. One approach is treatment with an acid, for example a carboxylic acid, at a sufficiently high temperature, such 
as heating with propionic acid, e.g. under reflux. This reaction is suitably conducted in an inert solvent such as toluene. 
The racemisation can optionally be accelerated by the judicious addition of amounts of additives such as water or 

35 inorganic salts that will favour the charge separation in the transition state of the elimination. This reaction may also 
be promoted by the addition of an aldehyde or ketone (e.g. butyraldehyde or 2-cyclohexen-1-one). 
[001 1] As indicated above, conditions are known that will epimerise erythro- ritalinic acid at the benzylic centre only. 
On the basis of the evidence herein, it will readily be apparent to the man of ordinary skill in the art that conditions can 
be adopted, in order to give all 4 stereoisomers of methylphenidate, by racemisation at both chiral centres. 

40 [0012] Following racemisation, and prior to resolution, it is necessary to enrich the mixture in the threo enantiomers. 
For example, the racemic methylphenidate is hydrolysed, e.g. using base such as alkali metal hydroxide. This can be 
done such that there is also epimerisation. Work-up with acid gives predominantly threo ritalinic acid (X = C0 2 H), which 
can be esterified, e.g. by reaction with methanol, to give the appropriate substrate for resolution.. Alternatively, the 
erythro isomers can be separated by precipitation, and then subjected to sequential epimerisation, esterification and 

*5 resolution. 

[0013] The following experiment was conducted in order to illustrate the feasibility of racemisation. 
[0014] Propionic acid (2 ml) was added to a solution of d-f/?reomethylphenidate (5 g) in toluene (25 ml), and the 
solution was heated under reflux for 4 hours. The mixture was then cooled to ambient temperature, and was rinsed 
with dilute sodium carbonate and then with water. The organic phase was separated and dried with magnesium sulphate 
50 and evaporated under reduced pressure. The resulting oil (4.3 g) was analysed by chiral HPLC which indicated the 
presence of all 4 stereoisomers of methylphenidate in roughly equal proportions. 

[0015] In order to preparing d-ttreo-methyphenidate by an efficient recycling process, the following protocol is adopt- 
ed: 

55 1) Resolve d/-f/ireomethylphenidate by the procedure described in the Example of PCT/GB97/001 85. 



2) Racemise the residual /-tfireo-methylphenidate by the procedure described in the experiment above. 

3) Hydrolyse the resultant racemic methylphenidate using 50% KOH and heating at reflux. 

4) Esterify the resultant mixture of enantiomers, enriched in d/-fA?reo-ritalinic acid, by reaction with MeOH and HCI. 



3 



EP 0 879 228 B1 



5) Isolate the free base and recrystalllse, to obtain essentially pure <//-fr?reo-methylphenidate, suitable as a feed- 
stock for resolution into constituent enantiomers. 



5 Claims 

1. A process for obtaining a single enantiomer, d or /, of trVeo-methylphenidate, which comprises resolution of a 
mixture of the enantiomers; racemisation of the unwanted enantiomer, to give a mixture of all four stereoisomers; 
and separation of the erythro stereoisomers, to leave the said mixture of enantiomers for resolution. 

10 

2. A process according to claim 1 , wherein the single enantiomer obtained is the d-threo isomer, i.e. the isomer of 
(fl,fl) absolute configuration. 

3. A process according to claim 1 or claim 2, wherein the racemisation comprises heating the unwanted enantiomer 
is with a carboxylic acid. 

4. A process according to any preceding claim, wherein the separation is conducted following hydrolysis of the mixtu re 
of stereoisomers, to give ritalinic acid, and before or after re-esterification of the acid. 

20 5. A process according to claim 4, which additionally comprises equilibrating the product of hydrolysis such that the 
threo diastereoisomer is preferentially obtained. 

6. A process according to any preceding claim, wherein the resolution is conducted using a chiral acid. 

25 7. A process according to claim 6, wherein the acid is 0,0 -diaroyltartaric acid. 



Patentansprtiche 

30 1. Verfahrenzum Erhalten eines einzelnen d-oder L Enantiomers von fhreo-Methylphenidat, welches die Auftrennung 
einer Mischung der Enantiomere, Racemisierung des unerwunschten Enantiomers, urn eine Mischung aller vier 
Stereoisomere zu ergeben, und die Abtrennung der eAyftroStereoisomere, urn die genannte Mischung von En- 
antiomeren fur die Auftrennung zuruckzulassen, umfasst. 

35 2. Verfahren nach Anspruch 1 , worin das erhaltene einzelne Enantiomer das d-f/jreo-lsomer ist, d.h., das Isomer der 
absoluten Konfiguration (R,R). 

3. Verfahren nach Anspruch 1 oder Anspruch 2, worin die Racemisierung die Erwarmung des unerwunschten En- 
antiomers mit einer Carbonsaure umfasst. 

40 

4. Verfahren nach irgendeinem der vorhergehenden Anspriiche, worin die Abtrennung nach der Hydrolyse der Mi- 
schung von Stereoisomeren, urn Ritalinsaure zu ergeben, und vor oder nach der erneuten Veresterung der Saure 
durchgefuhrt wird. 

*5 5. Verfahren nach Anspruch 4, welches zusatzlich die Gleichgewichtseinstellung des Hydrolyseprodukts umfasst, so 
dass vorzugsweise das fftreo-Diastereoisomer erhalten wird. 

6. Verfahren nach irgendeinem der vorhergehenden Anspriiche, worin die Auftrennung unter Verwendung einer chir- 
alen Saure durchgefuhrt wird. 

so 

7. Verfahren nach Anspruch 6, worin die Saure O f O-Diaroylweinsaure ist. 



Revendications 

55 

1. Procede pour obtenir un enantiomere unique, dou /, du methylphenidate thr6o, qui comprend la resolution d'un 
melange des enantiomeres; la rac6mlsation de i'enantiomere non desire, pour donner un melange de tous les 
quatre stereoisomeres; et la separation des stereoisomers Erythro, pour conserver ledit melange d'enantiomeres 
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pour resolution. 

2. Precede selon la revendication 1 , dans lequel l'6nantiomere unique obtenu est I'isomere d-thrdo, c'est-&-dire I'iso- 
mere de configuration absolue (R,R). 

5 

3. Procede selon la revendication 1 ou la revendication 2, dans lequel la racemisation comprend le chauffage de 
l'6nantiom6re non d6sire avec de I'acide carboxylique. 

4. Proc6d6 selon I'une quelconque des revendications pr6c6dentes, dans lequel la separation est conduite k la suite 
io de I'hydrolyse du melange de stereoisomers, pour donner de I'acide ritalinique, et avant ou apres r6esterif ication 

de I'acide. 

5. Proc6d6 selon la revendication 4, qui comprend en plus l'6quilibrage du produit d'hydrotyse de sorte que le dias- 
tereoisomere thr6o est obtenu de maniere preference lie. 
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6. Proc6d6 selon I'une quelconque des revendications pr6cedentes, dans lequel la resolution est conduite en utilisant 
un acide chiral. 

7. Proc6de selon la revendication 6, dans lequel I'acide est I'acide O t O -diaroyltartrique. 
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